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4.017 (2) 0.01(1) 29.6 29.6 1.987
4.011 (2) 0.03(2) 31.5 31.5 2.097 Results are expressed as the mean % ± SD of two replicates from independent experiments. 
Synthesis of the ligand H8qasesc
The ligand H8qasesc was synthesized according to the reported procedure [S1] 3293, 3112, 1643, 1621, 1595, 1496, 1385, 1323, 1260, 1184, 1093, 913, 830, 779, 708, 655, 623, 584, 553, 525, 460, 418 
Structure determination and refinement
A suitable single crystal of H8qasesc ligand and its Co(III) complex were mounted on a glass fiber and crystallographic data were collected using an Oxford Diffraction Gemini S diffractometer with a CCD area detector ( MoKα = 0.710689 Å, monochromator: graphite). The
CrysAlisPro and CrysAlis RED software packages [S2] were used for data collection and data integration. Collected data were corrected for absorption effects by using an Multi-scan absorption correction [S3] . Structure solution and refinement were carried out with the programs SHELXS and SHELXL-2014/7, respectively [S4] . All non-hydrogen atoms were refined anisotropically until convergence was reached. The hydrogen atoms were located in a difference 
Free radical-scavenging activity
The proton donating ability was assayed using the protocol for determination of radical scavenging activity [S5] . Compounds were dissolved in pure DMSO and were diluted into ten different concentrations. Commercially-available free radical 1,1-diphenyl-2-picryl-hydrazyl (DPPH) was dissolved in methanol at concentration 6.58 × 10 -5 M. Into a 96-well microplate, 140 μL of DPPH solution was loaded and 10 μL DMSO solution of the tested compounds was added, or pure DMSO (10 μL) as the control. The microplate was incubated for 30 min at 25 °C in the dark and the absorbance was measured at 517 nm using Thermo Scientific Appliskan. All the measurements were carried out in triplicate. Free radical scavenging activity was calculated using the following equation:
Scavenging activity (%) = _______________ A control -A sample A control x 100
A sample and A control refer to the absorbances at 517 nm of DPPH in the sample and control solutions, respectively.
Cell cultures and conditions
Acute monocytic and with 7-AAD); necrotic cells (cells not stained with either caspase-8 nor -9, but positive for 7-AAD).
Investigation of pro-differentiation activity
AsPC-1 cells were seeded in a volume 0.1 mL, at density 5000 per well of 96 well flat bottom plates. After 24 h, H8qasesc and 1 were added in a volume of 0.2 mL to the final concentrations of 1 and 10 µM per well. Wells with control cells were supplemented with medium up to the volume of 0.3 mL. All cells, treated and non-treated controls, were incubated for another 72 h, afterwards evaluation of changes in expression of cell surface markers of differentiation has been performed. In brief, when incubation was ended, supernatant was discarded after plate centrifugation for 10 min at RCF of 450g. A 0.1 mL of PBS was added to each well, plate was put on a plate shaker for 5 min, after anti-CD44-FITC (Miltenyl Biotec, ) and anti-CD-133-PE (Miltenyl Biotec, were added in a volume of 1 µM to each well. Non-treated controls were labeled with anti-CD44-FITC, anti-CD133-PE, anti-IgG-FITC (Miltenyl Biotec, , or anti-IgG-PE (Miltenyl Biotec, . Plates incubated at 37 °C for 30 min, were additionally washed with PBS to remove excess of antibodies. The plate was then monitored on Guava EasyCyte TM micro-capillary flow cytometer for green and yellow fluorescence intensities. Results were analyzed using FlowJo version X software package.
DNA plasmid interactions
For DNA cleavage experiments the plasmid pUC19 (2686 bp, purchased from Sigma-Aldrich, USA) was prepared by its transformation in chemically competent cells Escherichia coli strain XL1 blue. Amplification of the clone was done according to the protocol for growing E. coli culture overnight in LB medium at 37 °C [S7] and purification was performed using Qiagen
Plasmid plus Maxi kit. Finally, DNA was eluted in 10 mM Tris-HCl buffer and stored at −20 °C.
The concentration of plasmid DNA (460 ng/µL) was determined by measuring the absorbance of the DNA-containing solution at 260 nm. One optical unit corresponds to 50 µg/mL of double stranded DNA.
The cleavage reaction of supercoiled pUC19 DNA due to different treatments was investigated by incubation of 460 ng of plasmid in a 20 µL reaction mixture which contained variable volumes of 1 and H8qasesc previously dissolved in DMSO to the stock concentration of 10 mM and 40 mM bicarbonate buffer (pH 8.4) at 37 °C, for 90 minutes. The reaction mixtures were vortexed from time to time. The reaction was terminated by short centrifugation RCF of 6708 × g and addition of 5 µL of loading buffer (0.25% bromophenol blue, 0.25% xylene cyanol FF and 30% glycerol in TAE buffer, pH 8.24 (40 mM Tris-acetate, 1 mM EDTA)).
The samples were subjected to electrophoresis on 1% agarose gel (Amersham PharmaciaBiotech, Inc) prepared in TAE buffer pH 8.24. The electrophoresis was performed at a constant voltage (80 V) until bromophenol blue had passed through 75% of the gel. A Submarine Minigel Electrophoresis Unit (Hoeffer HE 33) with an EPS 300 power supply was used. After electrophoresis, the gel was stained for 30 min by soaking it in an aqueous ethidium bromide solution (0.5 µg/mL). The stained gel was illuminated under a UV transilluminator Vilber-
